Modulation of the interleukin-6 pathway with tocilizumab has been demonstrated to be highly effective in substantial numbers of patients suffering from rheumatoid arthritis (RA), and juvenile idiopathic arthritis. A pivotal role of the IL-6 pathway has been also established in other autoimmune conditions including psoriasis and psoriatic arthritis, becoming attractive targets for therapeutic IL-6 inhibition. Here, we describe the first case of tocilizumab treatment in a RApatient suffering from concomitant severe psoriasis, who achieved remission of RA, whereas no improvement of psoriatic lesions could be observed.
INTRODUCTION
Modulation of the interleukin-6 pathway with tocilizumab has been demonstrated to be highly effective in substantial numbers of patients suffering from rheumatoid arthritis (RA), and juvenile idiopathic arthritis. A pivotal role of the IL-6 pathway has been also established in other autoimmune conditions including psoriasis and psoriatic arthritis, becoming attractive targets for therapeutic IL-6 inhibition. In the following report we present the case of a woman treated with tocilizumab, simultaneously suffering from RA and psoriasis.
CASE REPORT
A 43-year-old woman with RA presented with high disease activity. The diagnosis of RA had been established 9 years previously, based on typical clinical disease manifestations, positive serology for rheumatoid factor, antinuclear antibodies, high titers of anti-citrullinated protein antibodies as well as radiographic findings characteristic of RA. Concomitantly, the patient suffered from severe plaque psoriasis, which had been confirmed by a dermatology specialist and treated topically. Since establishment of the diagnosis of RA, the patient had received several different combinations of DMARD's and biologic agents including MTX, cyclosporine, leflunomide, infliximab, etanercept, adalimumab, rituximab and abatacept. However, all of these treatments had to be discontinued either due to inefficacy or side effects. Off note, treatment with the TNF-inhibitors as well as abatacept did not result in relevant improvement of RA disease activity, and therefore patient presented with persistant high RA activity (DAS28 7,0) with numerous swollen joints and elevated systemic inflammatory parameters (ESR 53/109, CRP 48 mg/l). Since modulation of the interleukin-6 pathway with tocilizumab has been demonstrated to be highly effective in substantial numbers of patients suffering from rheumatoid arthritis (RA), and juvenile idiopathic arthritis [1] [2] [3] [4] [5] [6] , and a pivotal role of the IL-6 pathway has been also established in other autoimmune conditions including psoriasis and psoriatic arthritis [7] , treatment with tocilizumab had been initiated in combination with low-dose prednisolone. In addition, triamcinolone was injected in multiple affected joints. At that time, the patient presented with extensive cutaneous lesions owing to psoriasis ( Figure 1A) . After 12 weeks of tocilicumab treatment, a distinctive improvement of RA could be observed with a disease activity score within the remission range (DAS28 2.34), which had been not achieved with the previous therapeutic regimens. In addition, CRP and ESR were determined at normal levels. The beneficial effect of the tocilizumab treatment could be confirmed by musculoskeletal ultrasound of the right knee, demonstrating clear improvement of synovial hyperperfusion and effusion as well as reduction in the synovitis score (Figures 1C and D) . However, there was no improvement of the psoriatic lesions in this patient with a persistent extensive involvement of the whole integument, which appeared rather progressive ( Figure 1B) .
DISCUSSION
The patient demonstrated here was treated with tocilizumab in combination with low-dose prednisolone due to refractory RA. Multiple therapy regimens including several different DMARD's and biologic agents had failed to induce remission of RA, previously. In addition, the patient suffered from concomitant psoriasis with extensive cutaneous involvement. Following 3 months of tocilizumab treatment, complete remission of RA could be achieved for the first time after disease onset, demonstrating the pivotal role of the IL-6 pathway in the pathogenesis of RA in this patient. Since evidence indicates an important contribution of the IL-6 pathway also in the pathogenesis of psoriasis, tocilizumab treatment has been suggested as treatment option for psoriasis with and without concomitant psoriatic arthritis. In line with this consideration, it has been demonstrated that IL-6 can directly induce the production of IL-22 in human naive T cells, which mediates IL-23-induced acanthosis and dermal inflammation through the activation of Stat3 (signal transduction and activators of transcription 3) contributing to the formation of psoriatic skin lesions [8] . In addition, IL-6 has been attributed to the differentiation and activation of TH17 cells, critically involved in psoriasis [9] . However, there was no improvement of psoriasis-induced cutaneous lesions in the presented case despite achievement of RA remission following tocilizumab treatment. This observation suggests that the relevance of the IL-6 pathway to the pathogenesis and the underlying disease mechanisms might differ substantially between these two disease entities. Therefore, the therapeutic effect of IL-6 inhibition in psoriasis patients remains to be clarified. 
